We have initiated studies to evaluate the suitability of performing therapeutic conditioning trials in experimental autoimmune encephalomyelitis (EAE) mice treated with alpha lipoic acid (ALA). EAE was induced in SJL mice by active immunization with myelin antigen. Once daily subcutaneous injection of ALA served as the unconditional stimulus (US) administered with the conditional stimulus (CS) saccharin-flavored drinking water under a regimen of restricted water access. In the first study, we found that water restriction and saccharin administration were compatible with disease development and effective ALA treatment of EAE mice. In the second study, mice were conditioned to once daily administration of ALA paired with administration of saccharin-flavored water (US + CS) on days 7-16. Test trials spanned experimental days 17-32 in groups receiving either saccharin-flavored water (CS, in the experimental group) versus unflavored water (CSo, in the control group) and compared several measures of EAE severity using multivariate ANOVA (MANOVA). Reduced disease severity in the experimental group (US + CS:CS) compared to the control group (US + CS:CSo) suggested that conditioning had occurred. These results demonstrate an approach for conducting therapeutic conditioning trials in EAE mice and suggest considerations for future investigations.
Introduction
Pharmacological effects of a treatment agent are typically understood in the context of underlying pathophysiology, biology and pharmacology separate from psychobiological phenomena (Benedetti et al., 2005) . However, the full pharmacotherapeutic response is often accompanied by placebo effects (Pacheco-Lopez et al., 2006) . It has been suggested that placebo effects involve associative learning, verbally mediated expectancy and/or conditioning. A conditioned therapeutic response utilizing the pharmacological response to treatment as the unconditional stimulus (US) and a novel taste or odor as the conditional stimulus (CS) in an animal disease model may provide a useful experimental approach in which to focus upon the conditioning components of placebo effects (Ader, 1997) .
Conditioned suppression of immune responses has been demonstrated following paired administration of the immunosuppressive drug cyclophosphamide (the US) and flavored drinking water (the CS). Following paired administration of this US and CS, the CS alone was capable of 
